INTRODUCTION
In view of the advances in the therapeutic fields, the overall survival of cancer patients is increasing. Thus, the occurrence of multiple primary tumors (MPT) during the lifetime of a patient is not rare and the diagnosis of synchronous primary malignant tumors is becoming more common [1, 2] . The management plan of such tumors is often debatable especially when it requires a combination of cytotoxic chemotherapy and targeted agents. One preliminary protocol combining gemcitabine and sunitinib has shown synergistic effect in several clinical trials [3, 4] . In the following case, we made an attempt to assess their synergistic effect in targeting two synchronous primary tumors.
CASE PRESENTATION
A 73-year-old man presented to our clinic early 2015 for a one month history of asthenia, weight loss and abdominal discomfort. Initial abdominal CT scan revealed two hepatic hypoechogenic lesions, a huge solid mass of the left kidney, and a fungating mass arising from the tail of the pancreas. The laboratory tests showed normal levels of carcinoembryonic antigen (CEA) and Ca19-9. The guided biopsies of the liver lesions and kidney mass demonstrated the presence of clear cell carcinoma Furhman II in the kidney (immunohistochemistry positive for pancytokeratine AE1-AE3, vimentine and CD10; negative for CK7) and pancreatic adenocarcinoma in the liver (immunohistochemistry positive for CK7 and partially for CDX2; negative for CK20 and TTF1).
The patient was unfit for any surgical procedure (ECOG 3). The possible treatment options were discussed with the patient who approved the combination of gemcitabine (800 mg IV on day 1 and 8 repeated on a 3-week cycle) and sunitinib (50 mg/day PO for 2 weeks of a 3-week cycle).
The follow-up CT scan two months later showed an overall partial response by RECIST (Response Evaluation Criteria In Solid Tumors). This regimen was well tolerated without notable adverse effects. At eight months of therapy, the patient remains in partial remission ( Figure 1 ).
DISCUSSION
Although pancreatic and kidney cancers are known to be independent, a crucial step in the diagnosis process of synchronous MPT is to eliminate a possible connection between the two different tumors [5] . Interesting genetic analysis of patients with concomitant pancreatic and renal cancers demonstrated microsatellite instability and mutations of codon 12 of k-ras gene [6, 7] . Overall, the management plan of synchronous tumors is dictated by the staging of each primary tumor. The therapeutic plan of patients with early stage MPT necessitates complete surgical resection whilst that of patients with metastatic disease requires medical treatment [8] .
In the later scenario, the pharmacodynamics and pharmacokinetics of the drugs are assessed for potential synergistic effect to obtain a maximal effect on both tumors [9] .
Our patient received a nucleoside analogue (gemcitabine) concomitantly with a tyrosine kinase inhibitor (suni- Mots-clés : synchrone; double primitive; pancréatique; carcinome rénal à cellules claires tinib). Our biological rationale intended a blockage of the tumor growth and progression via sunitinib. Moreover, gemcitabine has been shown to overcome tumor resistance to sunitinib [10] . In metastatic pancreatic cancer, the combination of gemcitabine (1000 mg/m 2 on day 1, 8 and 15 repeated on a 28-day cycle) and sunitinib (50 mg/ day for 2 weeks of a 3-week cycle) showed a progression free survival of 11.6 weeks and overall survival of 30.4 weeks. Toxicities included grade 3-4 neutropenia 48.1% but were tolerable with dose adjustment [11] . In patients with metastatic renal carcinoma, the association of gemcitabine (1000 mg/m 2 on on day 1 and 8 repeated on a 21-day cycle) and sunitinib (50 mg/day PO for 2 weeks of a 3-week cycle) showed a progression free survival of 5 months and overall survival of 15 months. Grade 3 or higher toxicities included neutropenia 51.3%, anemia 25.6% and fatigue 17.9% [12] .
Published literature of synchronous pancreatic and renal cell carcinomas shows localized primary tumors that were managed surgically except for one patient (Table I) . The latter is a 43-year-old man who was diagnosed with a metastatic pancreatic cancer and localized renal cell carcinoma. He was treated with a combination of gemcitabine (750 mg/m 2 intravenously days 1, 8 and 15 repeated on a 28-day cycle) with sunitinib (37.5 mg PO for 4 weeks every 6 weeks) requiring multiple dose reductions and interruptions due to multiple comorbidities. Toxicities included grade 3 neutropenia and grade 2 hypertension. The patient had an overall survival of 8 months after achieving partial response with this innovative combination [13, 14] . Similarly, our patient was not surgically fit and a medical management had to be ensued. A recent paper showed that high levels of vascular endothelial growth factor receptors (VEGF) were expressed on both pancreatic and renal cancerous cells [11, 15] .
Therefore, in line with literature, we combined sunitinib (VEGF inhibitor approved in renal cell carcinoma) to gemcitabine (cytotoxic agent approved in pancreatic cancer). The regimen was tolerated perfectly and did not require any dose adjustment.
CONCLUSION
This case report demonstrates a rational strategy in treating multiple primary tumors and highlights the importance of understanding cancer pathogenesis and molecular biology. 
